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Attorney Docket No.: 00.22US PATENT L/
{7/
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of: Maes, et al.

Serial No.: 09/773,351 Group Art Unit: 1619
Filed: January 31, 2001 Examiner: Willis, M.

For: Cholesterol Sulfate and Amino Sugar Compositions for Enhancement of Stratum Corneurn Function

RESPONSE PURSUANT TO 37 CFR 1.111

The Assistant Commissioner of Patents and Trademarks
Washington, D.C. 20231
Dear Sir:

In response to the Final Action of December 12, 2001, and the Advisory Action dated March 26,
2002, please consider the following remarks regarding the rejections which were maintained theren. The
Examiner maintained the rejection of claim 19 under section 112, first paragraph for failing to describe
subject matter such that one of ordinary skill in the art would be enabled to make and/or usc the present
invention. Specifically, the Examiner asserts that the specification lacks ¢nablement for “preventing”’
damage to the skin. The Examiner’s position is based on the reasoning that damage to the skin cannot be
adequately predicted such that it is not possible to determine if damage has been prevented. In addition, in
response to the submission of other patents using the term “preventing”, the Examiner points out that each

application is examined on its own merits.

Knowledge of certain factors, such as, for example, chronological aging or overexposure to UV
radiation based on studies of the changes in the skin subjected to a specific factor makes it possible to
predict damage to the skin. Thus, while damage to the skin cannot be predicted in its entirety, there are
specific types of damage that the skin may experience and that are indeed predictable. As an illustration,
predictability of the damage to the skin is demonstrated in U.S. Patent No. Re. 36,068. In this document, at
columns 3 to 4, the predictable characteristics of sundamaged and aging skin are described. Similar to Re.
36,068, Claim 19 does not broadly describe damage to the skin; but rather, addresses a specific type of
damage. In Claim 19 the damage is that which is associated with a reduction or loss of skin barrier function,
and the characteristics of this damage are described in the present specification. Specifically, at page 1, line
26 to page 2, line, examples of a compromised skin barrier are provided as being UV-damage, degradation
of collagen and elastin, and wrinkling and skin atrophy. Therefore, there is an ability based on knowledge in
the art regarding aging and sundamaged skin to permit with great accuracy the prediction of damage
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- associated with a reduction or loss of skin barrier function. It is important to note that the damage referred

to in Claim 19 is not open-ended damage to the skin but instead is limited to damage to the skin’s protective

barrier function.

The Examiner also reasons that “prevention” of a symptom is not the samec as a reduction of a
symptom. However, Applicants submit hcrewith a dictionary definition of the word “prevent.” The
definition of the word “prevent” as it is defined in the Webster's Encyclopedic Unabridged Dictionary of the
English Language (“the Dictionary™) at page 1141 means “to keep from occurring.” There is no mention of
a correlation with reducing the thing that is kept from occurring, presumably because they are two different
words. However, if a condition already exists the fact that it is possible to reduce that condition inherently
means that it is not occurring any further. One of ordinary skill in the art understands the scope and
meaning of the word "prevent” as it used in the present invention. Therefore, Applicants request that the

Examiner’s rejections based on lack of enablement under 35 U.S.C. §112, first paragraph be withdrawn.

The Examiner also maintains in the advisory action that Ribier et al. (U.S. Patent No. 5,650,166;
“the ‘166 reference”) in view of Subbiah (U.S. Patent No. 6,150,381; “the ‘381 reference™) renders claims 1
to 20 of the present invention obvious under 35 U.S.C. §103(a) because a mixture includes random solutions
and vesicles. In response to Applicants’ previous arguments regarding the teachings of the ‘166 reference,
the Examiner points out that the ‘166 reference teaches the formation of vesicles by mixing. However, the
second category of vesicles which is taught as being capable of formation by simple stirring does not teach
or suggest a simple mixture of an exfoliant and cholesterol sulfate which are the actives of the present
invention. The present invention relates to a mixture of cholesterol sulfate and an exfoliant which ¢an be N-
acetylglucosamine. Specifically, the ‘166 rcference teaches N-acetyl-glucosamine as being an active agent
with deep down action at column §, line 67 (i.e., encapsulated in the first category vesicle B) 1 Production of
vesicles of first category (diffusing deep downy)), it is not taught as a second category active for diffusing at
the surface. Therefore, the teaching of second category vesicles containing surface diffusing actives by
simple stirring with a lipid system in Table 1 fails to tcach or suggest the present invention because N-acetyl

glucosamine is not taught in the 166 as being a surface diffusing active.

As the Examiner points out, at column 8, line 23, of the ‘166 reference, thc production of vesicles of
the second category (diffusing st the surface) are taught, however, the simple stirring is of the second
category active into a particular type of lipid system disclosed in Table 1 which will act as the membrane for
the lipid. Thus, while it appears that the vesicle can be formed by simple stirring according to the ‘166

reference in one of the lipid systerns of Table 1, the vesicle is then added to the cosmetic composition which
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"also contains first category vesicles. This is evidenced by the section heading B) Production of the cosmetic
composition. Therefore, there is no teaching of a simple mixture of cholesterol sulfate with N-

acetylglucosamine in a composition, and thus, no teaching or suggestion of the present invention by the ‘166

reference.

Further, the ‘166 reference teaches away from the present invention because the teaching of N-
acetyl glucosamine in the ‘166 reference is as a decp down active which is encapsulated according to the
elaborate process in B) Production of vesicles of first category (diffusing deep down). As previously
mentioned in the Applicants’ Reponse of March 12, 2002, the process of making lipid vesicles taught or
suggested by the ‘166 reference would not provide motivation to one of ordinary skill in the art to make the
simple mixture of the present or to achieve the surprising results of the present invention. The ‘166
reference demonstrates the exact opposite of the present invention. With respect to N-acetyl glucosamine as
a deep diffusing aclive, the ‘166 reference teaches that co-fusion processing steps are required to make the
first category vesicle which is distinguishable over a simple mixture. Further, even if a vesicle can be made
as described in the section for second category vesicles by simple stirring, the second category vesicles are
still composed of a surface diffusing active encapsulated by a lipid system which is added to a cosmetic.
The exfoliant, namely N-acetyl glucosamine, of the present invention is not taught in a simple mixture with
cholesterol sulfate, therefore, the ‘166 reference, alone or in combination with the ‘381 reference, fails to
teach or suggest the present invention. Because neither of the cited references alone nor in combination
would lead one of ordinary skill in the art to the compositions and methods of the present invention, a prima
facie case of obviousness has not been establishecd. Applicants request therefore, that the Examiner’s

rejection under §103 be withdrawn.

CONCLUSION

In view of the arguments presented above in the present submission, the claims are believed to be in

condition for allowance, and issuance of a Notice of Allowance is respectfully solicited.

Respectfully submitted,

DNovne T

Dorene M. Pricc (Reg. No. 43,018)
Estee Lauder Companies

125 Pinelawn Road

Melville, NY 11747

(631) 531-1194
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(57 ABSTRACT

Various efects of photoaping or sundamage of skin includ-
ing impairment of diffcrentiation of cpidermal epithclial
cells and loss of collagen fibers, abnarmal changes in clastic
fibers and delerioration of small blood vesscls in the dermis
of the skin are retarded by applying topically to the epider-
mis in a maintenance therapy program cffective amounts of
relinoids including retinoid derivatives and stercoisomers
thereof such that epithclial growths are substantially fuduced
und prevented and the skin substaniially reguins and main-
tains its firmness, tutgor and elasticity. Moreover, with
persistent reatment dermal blond cells and vessels increase
aod the epidcrmis and dermis thicken, resulting in improved
abilily of the skin 10 scasc, resist and recover from isritation
or injury. Further, hyperpigmentation, lincs and wrinkles duc
to aging are reduccd and prevenied. The treatment is par-
ticularly useful for human facial skin and preferably applied
in amounts insufficient to cause cxcessive irritation,

11 Claims, No Drawings

P.8S
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METHODS FOR TREATMERT OF
SUNDAMAGED HUMAN SKIN WITH
RETINOIDS

Matter enclosed in heuvy brackets [ ] appears in the $
origina) patent but forms no part of this reissue specifi-
cation; matter printed in italics indicates the additinns
made by reisue.

CROSS-REFERENCE TO RELATED 10
APPLICATIONS

This application is a continuation of application Ser. Nu,
846,595, filed July 16, 1986, anow abandoned, which in i
is a continuation-in-part of my U.S. Pat. Applicarion Ser. No.
759,503, filed July 26, 1985, «ntitled, *Methods for Relard-
ing the Bffecis of Aging of the Skin,” aow U.S. Pat. No.
4,603,146, which was a continuatioa of application Sct. Na.
610,711, filed May 16, 1984, now abandoned, which, in
turp, was a continuation-in-part of application Ser. No.
297,388, filed Aug. 28, 1981, cntitled “Composition and
Method for Improving the Quality of Human Skin and Skin
Aging Retardant”, now abandoned.

FIELD OF THE INVENTION

This invention relates (6 methods uging retinoids to retard
the cfects of aging of the skin and pencrally improve the
quality of tbe skin, particularly buman facial skin.

1§

20

BACKGROUND OF THE INVENTION 0

Caucasians who have had a goad deal of sun exposure in
childhood will show the following gross cutageous alter-
ations in adult life: wrinkling, leatherincss, ycllowing,
looscoess, roughness, dryness, mottling
(hyperpigmentation) and various premalignapt growths
(often subclinical). These ckanges arc most prominent in
Light-skinned persons who burn casily and tan poorly. The
baleful cffects of sunlight atc cumulative, increasing wit
time oflen referred to as “phatoaging”™. Although the ana-
tomic degradation of the skin is most advanced in the
clderly, the destructive effects of excessive sun cxposure arc
already evident by the sccond decade. Serious microscupic
altsrations of the ¢pidermis and dermis ociur decades before
lhese hecome eclinically visible, Wrinkling, ycllowing,
|catheriness, loss of elasticity arc very latc changes.

Retincids (c.g. Vitamin A 2nd ils derivalives) are sub-
stances Which arc known to have 8 broad spectum of
biological activity, Most specifically, these substances affect
cell growth, differentiation and proliferation, Retinoids sg
affect the differentiation, maintenance, and profiferation of
many types of cells whether they arc of cctodermal, endo-
dermat or mcsodermal origin; whether Lhey are epilbelial,
fibroblastic or mesenchymal; or whether they are neoplastic,
prencoplastic or non-neoplastic. At present, retinoids have ss
found clinical utility in the treatment of scvere cyslic acoe,
psoriasis, and other disorders of keratinization. Possible uscs
of rclinoids are beinp explored in the prophylaxis and
treatment of cancer. For a review of developmeants 1o retin-
oid therapy, see Pawson, B. A. ct al. “Retinoids at the ¢
Threshold: Their Biological Significance and Therapeutic
Poteatial”, Jourpal of Medicinal Chemistry 25:1269-1277
(1982).

The prescnt status of retizoids in rescarch and clinical
medicine can be found in the publication of a symposium 6s
held in Gegeva: J. H. Saural. Lditor, “Retinoids: New ‘Trends
in Research and Therapy,” Karger Publishiny Co. (1985).

LY

2

Tt is kmown to use certain retinoids, particularly vitamin A
acid, topically for treatment of acne as sel forth in my US,
Fat. No. 3,729,568, Other known topical uses of vilamin A
acid werc reviewed by Thomas, I. R, et al, “The Therapeutic
uscs of Topical Vitamin A Acid”, Journal of American
Academy of Dermalolopy 4:505-516 (1981) include, in
addition to acoc trcatment, treatment of senile comedones,
nevus comedonicus, lincar verrucous nevus, plantar warts,
pscudotollicultis, keratoacantboma, solar keratosis of
cxtremitics, callosites, keratosis palmaris et plantacis. Dari-
or's discase, ichthyosis, psoriasis, acanthosis nipricans,
lichen planus, molluscums conlagiosum, reactive porforating
collapenusis, welasma, corneal epithclial abrasion, gea-
graphic longue, Fox-Fordyce discsse, culancous melastatic
melanoma and keloids or bypertrophic scars.

It is belisved that rctinoids influcnec ultrastructural and
proliferstive properties of epidermal cells. However, these
prior an uses of vilamin A acid have geaerally involved short
term treatments in which relatively high concentrations
retinoic acid arc applicd (i.c. sufficient to cause significant
irritation and oftco pecling) in order to obtain a quick
therapeutic cffect of the particular condition, such as
removal of comedones, as oppused o long-term treatment of
normal aging or photographing skin.

My copending application Ser. No. 759,505 disclases
methods for treating sundsmaged human skin topically with
vitamnin A acid in an emollient vehicle in such amounts as to
be essentially non-irritating to the skin. This treatment
causes the skin, particularly buman facial skin, to substan-
tially regain and maintain its Grmpess, turgor and elasticity
by retarding agd roversing the skin's loss of collagen fibers,
sboormal ¢hanges in elastic fibers, deterioration of small
bload vessels, epidermal atrophy and formation of abnormal
¢pithelial prowths,

BRIEF SUMMARY OF THE INVENTION

The present invention relates Lo Lhe use of other retinoids,
as bereinafter defined, in moderating and preventing the
aging chanpes of the exposed (sundamaged) areas of the
skin, cspeeially the face. In perticular, the methods of the
prescnt invention retard the cffects of photoaging of the skin
due 1o (hinning and aboormal differentiation of the
epidermis, inter alia. In genctal, the present invention relates
to methods for retarding end reversing the loss of collagen
fibers, abnormal changes in elastic fibers, deterioration of
small blood vessels, and [ormation of abnormal cpithelial
growths in sundamaged human skin, comprising applying
tapically to the surface of the skin a composition comprising
efTective amounts of a relinoid in an cmollient vehicle in a
program of maintenance therapy, wherehy the skin substan-
tially repains and maintains its firmness, wrgor and elasticity
during the therapy, the composition aod amovnts of retinoid
therein beiny selected so as 1o provide a sub-irritating dose
for application.

More specifically, the methods comprise tbe topical appli-
cation to the surface of the skin of efective amouats of
tctinoids in a program of maintenance therapy, whercby
cpithelisl nooplasms (hasal and squamous cell cancers) and
pre-neoplastic growths (actinic keratoscs) arc substantially
prevented. Also, the skin significantly regains and maiatains
its firmness, mrgor and clasticity during the therapy. Efface-
ment of finc wrinkles is an important clinical effcet.
Geoerally, the maintenance Lherapy is begua in adult life
when cpithelial growlhs aud other aging changes begin o
appear clipicslly. Pigmentary blotching and moutiing are
also alleviated.

P.
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The retinoids may be applied to the skin in any non-toxic,
dermatologically acceptable vehicle, preferably a
noavolatile, cmollient or lubricatiog vehicle, io an amount
and at a frequency which arc insufficicnt to cause irritation
of the skin. Generally, the covcentratisns arc low but may be
suitably varied depcnding on the relative streagth of the
applicd retinoid.

DETAILED DESCRRIPTION OF THE
PREFERRED EMBODIMENTS a0

The purpose of this inventica is 10 moderate and tetard the
aging changes in the skin by tupical application of retinaids
beginning in young adult lifc when aging characters
(sundamage) first beeorme cvident clinicully. Certain ana-
tomic altcrations can be corrected and at least panislly !
reversed, secompanied by improvement in the appearance of
the skin.

The iovenlion accomplishes two goals. First, & praphy-
lactic cffect ip preventing progression and worsening of the
damage with the passage of time., Secondly, various abnor-
malities are corrected and modificd to the extent that the
structure and function of the skin acquires the characteristics
of youager (wndamaged) skin.

AGE ASSOCIATED STRUCTURAL CHANGES 25

Although many of the effects of the aging of the buman
skin are the result of underlying structural chaages which
build up over a period of years and can only be delecied
histologically prior to young adult life, these changes und
effects begin to appear clinically in youny adults, namcly
those betwecn about 20 and 30 years of age, aad arc
generally evideat about middle age, namely betwcen about
35 and 45 years of age, and become more and more cvident
and prooounced thereafier, especially in persons cxecssively |,
exposed o sunlight. The more apparent effects of aging have
already been referred 1o above; and cach is associated with
one or more underlying structural changes in the skin. For
example, blotchiness or mottling (byperpigiaentation) is due
1o dccumulation of melamin in the basal cclls of the epider-
mis. This happens because ibe reproduction of the lls
slows down greatly with aging, allowing them much longer
lime to reccive melanin from (he surrounding pigment-
producing melanocytes. By stimulating the proliferation of
basal cclls, pigment reteation is prevented. 15

[n addition 1o obvious cosmetic improvements in the skin,
there are a number of other changes which are more impot-_‘}
tant though less apparcnt, including loss of sensory acuity, i

i

w

2

reduced wound healing, decreased blood flow snd decrease

in the thickness of the skin. Older pcople have Jess sensi-—
tivity to pain and a longer responss time. Thus, paia duc to
irritation or injury is oot felt as soon or Lo the same extcot

as in youny people with the result that supecficially minor.
bul potentially scrious injuries may be sustaiped withoul the
individual being aware of the injury until serious damage Jsg
has occurred.

The surface temperature of the skin in older peuple is
Jower than the skin temperamre in youager poople, sa that
ihey oftea Esel cold, This is onc reason why the clderly retire
{o the sun-belt. Anstomicully thete is a great loss of sinall 6o
blond vessels sa that physiologically the bluud Hlow thmugh
tbe skin is greatly reduced. The skin becomes paler and
cooler. Furthermore, the decreased blood supply decreases
the rate at which irritants and toxins arc cleared [rom the
skin. Dangerous build-up of toxic agents can result. 'Y

Still furtber, the skin of alder people is more casily loro
thao thal of younger people, since hath the epidennis and

4

dermis become thinner with age and the fibrous mateix
becomes struclurally inferior. AS a resuly, there is less bulk
to prtect underlying orpans apd therefore more rsk of
scrious injury. Moreover, when wounds or injurics are
sustained, bealing of the wounds iy much slawer ip older
people.

The underlying causes of the abovc grass skin effects may
be understood more readily from the following discussion of
the specific changes in the cpidermis and dermis as aging
progress

_ 1, Epidermis :

With increasing aye and exposurc of 4 human to sun acd
other environmental traumas, cells divide at a slower rajc
(decrcascd capacity to rencw themselves). They sbow
marked irregularitics in size, shape and staining properties; ™
orderliness (polarity) from below to ahave is lost. The
thickness of the epidermis decteases (awophy). The horny
layer which comprises the barricr against water loss and
peneteation of chemicals beeomes abnormal due to the
shedding (cxfoliation) of cells in large groups or clusters
instoad of as individus| cells, resulting in roughness, scaliog
and dryness. There is.loss of the orderly trapsformation of
living epilbelial cells into cornifi! dead celis which are
shed at the surface, that is, diffcrentistion is impaired.
Aberrant differentjation results io numerous foci of abnor-
mal cpithelial growths or tumors, the most frequent of which
are actinic keratoses, After many years these can transform
into frank skin cancer called basal cell and squamous cell
cancers, Pigment producing cclls (melanocytes) can also
become altered, forming flat, dark prowths (lentigo
meclanoma) which may progress to malipnant mclanoma.
The cells which make up these permalignant growths are
climinaled by topical application of retinoids.

2. Dermis

The cclls which make up the fibers of the dermis become
smaller and sparser with increasing age, vsually in sundam-
aged facial skin. There is a great loss of collagen fibers
resulting in loosencss and casy streichabilily of the skin;
elastic fibers boccome abnormoal so Lhat the skin docs not
promptly snap back after being stretched. Since the fibrous
components compriss wore than 90% af the bulk of skin of
which 95% is wollagen, the degradation of thess fibers,
especially collagen, is muinly responsible for wrinkling,
laxness and loss of elasticity.

Small hlaod vessels become thin walled, dilated and often
ruplured. Vescular supply thereby becomes compromised.

Beneficial Effects of Retinoids in Accordance With
the Present Invention

(1) Increased proliferative activity of epidermal cells. This
results in thickening of the cpidermis with correction of
atrophy. Cell renewal js quickened so that cclls divide al a
ratc typical of younger skin. Treatment with retinoids in
accordance with the inveotion can double the thickncss of
e epidermis, The stimulation of ccll prowth also resulls in
faster wound bealing, Experiments have been performed
wherein blistcrs have been raised and the roofs cul off of the
skins of individuals of various ages. Healing takes placc in
2 ar 3 weeks in young, psople, bul lakes much longoer in alder
persuns, Application of the retinuid tretinoin, vilamin A acid
ar all-trans retinoic acid before raising the blister halves the
healing time.

(b) Correction of abnormalitics of differentiation. Retin-
oids regulate and control the physiologic behsvior af epi-
thelial tissue, assuring its stability and integnity. They correct
and normalize abpnrmalities of differentition. In sundam-

P.11
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annatural, aleut. 2. comman. Boo
2. rare, vanee,

. . B texd glven s pfewnolene {prov/o lent).
prepared to begin ecxtant neg: In

rp. of prascae {0 PREVAIL Hoo raE-, -VvALEXN , previons to,

%przv’mp!rum, prev/aleat-nesd. n. -—p'revlu-lnn’tj- she vas o fashion
ads,

! Zgyn.1.common, extensive. Sea curreat. —=Antl.rore.
prevapi-cate (pri var/s kAt”), 0., <ated, -catdng.

wn AR falgel + deliDo silsstate o

tion; mo'

By S o - Sy, evads, shift. .
peacsar, —pro-prial O3 - L rar ica-tor (pr var/e kivtor), n. 1.one wha pre-
o drs). m. ety In and the 2 ambridgo Universty student forme

bz of 5&%&%‘;‘ Of. torree < L: 888 PREVARICATD, <O
y * pré-be-nance (pakv® pfran, n. GL «aances (-n8»s/)
tor 2. French. 1. wddnlbx‘ln ntlng or cotering to

P (s son May-chinns p‘:; pvlzal:uln; :(’ (;:xers. an %ﬂm of thin: bt

Boer -1e! van/yant). ad). 1. coming ro;
1519-1001, apteendent, 3. o raDfTonY): £)L Dramenient . of
—. 1.8 progoeniinz) coming Dbelors, vrp. _of prasvenire ta
H - anticipate, Sex pnf-,

pre-viglan (prl
odge, or g
[+

ubelﬂp

oal/}.enlly, adv.

pre-vo-ca-tion-al.
g to, or

u:t ad stipulate certain MAtters oy ient.]

‘tn order_to expedite justico and B y, adv. . ..
ad, pertalning revensient graces, divine grace operating the
.,,u’,'u,s' of ef w phumun will priog to ita Gurnlun:a Gud.o o

re-vens (pri vent”), o ‘1. to ki {rom occurring;

Bindor: Hes intersened to prezent b 2, to hind

prices, [pRE- + VAR

gsmmathins: There
9. ArcAafe. to act ahend ol regtall, - 4. Prew-att (préd/it)

a hing
eenis, < L prasoeni(us) storted. befo
of prastenlre bo anticipate), equiv. to pra¢- PRB-
a. of senlrs to corne) + ~us
1A.ty, n, —pre-vent/a
—pre-vent/ing-ly, ads. . .
~=8yv, 1. obstruct, forestall, preciude, obviote, tAws
SVENT. RAMPBR. NINDER. IMFESB fefer to dift

exp, of 8 coll ar
shortenlng N

Pre-ve:

'ore3 prey on rabdils,
ments

QP—12—?QB2 17:56 EL COMPANIES 516 531 1348 P.14

= 5 Sos TAERTEI>, n-‘:un..u/ wpeitevis  my = ie—w .
- pre-tar-patairali-ty (oré/a féctual ([pPrAvail + o’ —prevalling-ty, 489, TS 43 @ LaAsSAATm S vy - ms -
ral-Dess, 1. :g Isg-ness, N L Lo . tisa fts ml?g ormapcy, 4. RO thos
ni.mpondmﬁ.‘nmpndmm. dominant: prev- on ndvance ides or imprestion of ! to

current. 4. affective. —=Ant, Y.l G. to view or abow beforehand or in ad-

[ran- + viaw)

, presvious quesstion the
whatber » vote shall be faken at oncoon 3 nes-
before the main questlon is put mﬁ e

surted to, esp. tn the U.S., 1D r to ¢nb off dobate.

. Also, prevae.
aaj. 1. wideapresd: of wide Pre.vi.ous vS an), adj. 1. coming accunh}g
° 5 mﬂzt(gz:; ‘IB) nrlz:r' mww "cm. A

4,
ToF practice, mmqowﬂodcy gemeral i or B s, oL D et d Setuiring, cic. par tmo
or y B8 > [.1v} or . » r c. ef- ormag. one, . CRC., M
2t tcb (a studeos staal or emcgg!m < meuﬂﬁu_ of prossalgns) mature: 47¢n’f o a Hitle previous % requdst?

i -<m1:. rasci: o
4 '& 4 +':, :Jadf sumxa

. ==Ant,
uestion

Parl. Proc.

vised, -vis-ing. 1. to forcse=.

" oL etex-tan (-tek/st®). Hos, 1 re-oar/iica P v, forcwarn. '”w’['z"'i. arvla(s) foreseen, PEp. of
), B Pl -textad © var/o ko 878, -t8r/B). adi. . aruvld!ec. Sem PRE-, vum]w—‘v?"( e, e
’an), n. 1. fol . foreknowl-

. 8 prophatic or an!

Lo VENIBNT, PPy
fore @ trial to stmpllly  (pra¢/0 nama), "“4:::0 ri "ﬁg’ W;'D)':."' °"l’l:f’.‘ l’;f-':;‘lt- d'%x':l;ﬂ’
%-mh nov

pre-vue (miNyRA, n., o, ~vuod, oulng. previev.
Prew (pr83), n. & boy's @iven namsa,
pre-warx Wdrl)‘.]
ahend o 2 5 bog's glven pams, form of
Arcga(:.ﬂ to antlctpate. =, Prow. Alw, Prow?lst, Praott, Praltt. v form
drasce: Ho coms . y Aes.
Dand. (ptp. prex.y (prek/ss), n, pl prox-es. ?w. a mdu(%b,

tory vision
on. [PEE- + visrow] —wre:ol aicn-sl, asj.

. - Phonet.

varicotex. 2. T
delegated to give A orstion At commancoment. !
llﬁ‘ua (def. 1), [ 8% pre-vo-calic {'wiﬁﬁ ’1:‘)_, :dzou - !mr:,d*-

m&wﬁmﬁﬁﬁmﬁ

tatnin)

waining., fruw- + VocarIoNAL) : .
Pré-vost (prl v57), n.  Mar.cel (B pol’). 1862~
1841, Preac? novelist and drematist, -
%{lw deg zm% An.ofne

MN swa’), ('Abdd Prdoost”),

- d

el

adf. before the war: prewar

Y.
o and alter. of preatdent) + -¥3]
B Ul enthinle eat’s" prey (pri), n. 1. an mimal hunted or solzed tor food.

anilmsl, 2.8

esp. DY b carnlvorous . G 18
thnvﬁhlmof eneny, mmgm.orm

hal'u;of preying: beest of gny. 4.

of action or PTOgTEs To VIRVENT Archaic. dooty or lunder, —¢.. 5. to salze an
4 i 5?‘?. ag an dosy

aevoqr
(uua.l!‘v‘ fol. by on or upomn):
8. to make raids

booty or plunder: The Vikings preyed on coartg) setile-

, 7. to oxzid 8 deatractive influ-
ence: His worries preyod upon his mind 8. o vic-
timize o class of persons i:sunﬂy fol. ? on or ugon):
loan sharks that prey upon [ME preye < OF <

e pouT.

o martoE (8 to molko
L prasda Booty, prey] —prey/er, n. .
4 t| tox .
retty: Improve the 'l 0‘. ‘::y' M'na‘ a: }f‘ {on by d aing re- Pri-am (privem), n. Class, agn. 1. & king.of Troy, ths
D e pretly a'mng peated orplonations, —Ant 1. help, asaigt, . gon orc medr;n,nhub%nnﬁu‘ K:ncuba, and ?%g .
- praty, OF, pre-vent-er (prl ven/erl, n. 1. omewho or that e B, g during the caprare’ of Tray. 2. the

K, wilaj- preventa 3. ut, & of

. b. a Une for
[*=EVE™T + -DR]

——prot/th-nase, 1.

X prevent’/er a .
a preventive: Th

U.S.. baving purple- Eg: effectunl

ﬁ%‘a mlixn”t-.' -ﬂé‘:' -I‘rlch ather' o
e of! er's 04 i Y4 v
e g ; pre-ven-tive (prl ven tiv). adj. 1. Med. of p;mp%ng asculind

0.4, 1.to bo witespread

lly: Dead =t pri-a-pi

or current; vep/tive-nesa, R,

Lence Ied

ment of & habitaal criminal fac periods ranging (rom
14 yenrs auring which he is fvnn corrective tralning
!? phaﬂnn"(-l‘:rpniychh’tﬂcm madical care.
. preven/stive aw’, Law, that part of offl practice
the pﬂhm. ottempts to anéd'pnta and Mtofngm disap- 1
paintment or controveray. .

ton of
nraP

, 5. tg usa DO
eailed upon U mampmi
g <

alive . .
neiful. 2. pleassnt 11. falrly, some- (7] 3 ; ., pri-a-pe-an )
2 n prevent/er backsstay, ,Nmu See jumpar utay P e ?fm% ”vg

t70 fis/) an berd, Brodicss pre-ven-tion (prd ven’shot), n. 1. the act of prevont- PIi-a ic (gilgr?’lk).
i draoce.” 2. atrum  DertR! l:r [ 2.

@ provention against disease. (< LL prassentidn- (s, of Omphadlsing a poallus: priaple figurines ussd in feritliry
to prassentid) » forestalling. See panV: » stoN] ) ;“hfnmai (%u;spo. z emsemcea{yo:on b
v and ooale scxmailty. [(PaIA(mn) + -ic]

a drug, vacclue, etc., far preven ; prophy-
n. o exdap, dry Blacuit, ususlly in lu:ﬂ:.s 2. s=rving to pra’vcnn ;%ndar: ‘proventive pri-a-pism (pri/a
arm.sﬂ?dl o tho outdde, [< G medicine. —mn. 3 UAfed. n drug ov ouher gubstance far of tha , 65D,
retel; of. ML bracalius brocel } reventing a.ta:a.asd 4.( B ngva,nu&l:lsvﬁm or maa;uaa. dusawdhgaragh Ingm[%ﬁf
Em). #. German namo of Prussia. ilmm vg;:-v;_u _;m ]va _p’“-o:m A ‘;.or d.stsv' - 28 ;mf_(}’;lv{m: v 27 e

prevenstive detenstion, Ent, Law. tmorme- Ri A s (il
. ot Par) + e

BB o o o
male procreative Po!
pre-ven-te-ri-um (pri/ven +8:/3 o, 40r/-, -vgue), B Aphrodice. “sfym) -

grandson of King Priam. .
felnforce or relleve ordinary remRCH, or atandics Priamid (oo mid). . Clast Mszh. any bf the 60

son). ag). petaple. [< P ris-
gﬁbrlgpn‘oa. %4 %m[\m, «AX)
adj. 1. (somgsimea cap.) of ot
phalllc. or
th

sm). n. 1. Pathel.- continwous

(10) graw very 6tron 516 to-ria (-tOr/8 5, -t8r/-), =to-rl-ums. an inatity- phsll . .
equiv. td prac- PRE- + pal bame for persons, esp. chfldren, who might other- PribAlof  Is/lands
—wru-voﬁler. s, wiza be at thelr gwp bames to relativos ha > lof7). & group of
2 9. overcome. —Ant. 8. los. - © glons or infuct! *AXVENT + ~ORIOM] ands I the e ' .
§bi vE/HR), ad). 1. predominant: pre- re-view (pra/vy5s/), n. 1. an earller or previous Bes, BW of Aloaks, Delopging w the U.8:: the
4\3- generally current: s P :Pv‘lav.,a.m:-dvamn wing of 3 moticn p!czu%.plar. bmdmmmorhzm .
» =flod, -z-lng. pre/tran.acribe/, od., —uribsd, pre/mnder.take’. ol -sook, pre-ver/edoa.n. " . .. . preswet’rant, n.. [ZX
o pl R - ing. . . -tak-cn, -tak-ing. . prowwer/tabral, odj. . - PV prewwsab’ B, 0l L
g, adf. . pre/wran-ecrip’tion, n. - ‘ pre-un’lon. adf. : . pre-ve/to, n., pL -toesi 0.1, ' pres 7, 0.8, .
1, - pre/trans-lata’, nt., -lascd, pre/u.nite’, o.t, .nited, -nlting. -tosd, -toftng. : . 1 e, ., ¢L.. <comed
o olntIng, ° . pro-nld-ux/a-bia. adj, - pre/-Vic:to/rl-an, adi. P -

- pre/trspe-lattion, n, pre/a-s-ll-zasxion, B, . pre/victo’rious, adf. i pre-whip/, v.6., worhippad,
pre/izens-mis/sfen,n, . pro-u/cllize/, vl ~lized, pre-vig’llance, n. B - . i
pre/truns-mis/, o.t, mit-ted, ' - -letog. - ’ : . pre-vl”l«llnl. adj.; iy, ade. . pre-wrili/Ing, adi.; -1y, add.

-mit-ting- . .pre-va’/eate, 9.1, -cated, . pre-.vi’olate’, 01 ated, = '
pre/transport’, 4, .., | <selng. LT estdng. L
- pre’/crad tatlon, A, .- 0 pre/va.ca’ton, 1., a8 pre/viclastion, n. . ing.
- prastrav’el, n. o, -olad, wel-ing. pre.vac’/ai-nate/, 0.b., “aat-ed, pro’/-Viegil/lan, adl.

Vot (esp. Briv) -elled, <l-ling. tng. o+ o pra/vis.ibWhey.n. - ‘pre-wit/pege. n. oL L
pre-wrib’/sl, adj. - it pre/vacscl-pa’/tion. n. . . pre-vigsible, adi.l -bly, ade. pro-world/lmess, B, ;0L
pre/-Tridea’dne, adf. .. prewmlHd. adf.; -lv.ado. . .. PreVS s/ln A, 0, _ ) pre-weldAly. o). . o
pro- adj, N Jyadld/ity, n. 1 prewlsAsor, . 27 prevarax/ n_, o, ~abiped or
pre-ory/, 9., «tried, -try-lng. pre/val.u.a’ , M. pre-voguso/, . ' <hlpped, -$lp-!n¢ or .
pre-Tusdor, ad). . prewalfue, 0., ~ucd, -u.ing; n. pre-vold/. 8.t i -shlpplog.  © . v
-pre/tym-pen’le, adf. .»" . grefvard-a’tlon, 8. pro-vold/unce, n. . pre-wor/thl-ly, ads. ot

. pre-sy’wpbold, sdj. pre/veg-c-ta’tion. 1. pro/Ava.lZtion.al, adj, Pre-war/thiaann. 0. o

- pre’ty:pograph/i-cal. adi. ey , adj. : pre’/-Vol/astesd, n, : -pr---ur’tby. adf. -
pre/tyxrap’nl-cal, adj. ' pre-ven’/ture, T., th, ~tured, pre/volan.teer’, 1., 0. pre.woand’, n., .. -

. pre-vote/, n., »., “YOE Ppre-wrap/, ul., -wrapped,
~ YD e .

-tur-ing. . .
pre-ver/bal, adf. ’ -vot.ing. .
. pre.warm/, b

pro-tyr’/anay, n.
. pro-cam . aa}. . .
fundex-stand”, v., ~stood, pre/ver..fl<a’tlon, n.

algne, ¢ g8 {n sysiem, { os in eastly. o 35

1, adi

pro/ 29 €0~ c, add. .

.

B, " ¢ ’-t-m!.lns. . pro-versi.fy/, o4, -flod, -fy-lng. pre-warn/, vl C
CLATT ~aq, $ols, dire, &A; cbb, Bqual ¥, Icr; Noi, Over, Order, oll. bOGR. Bose. oul. Up. trge; chidft :m%: ghoe; thin, “shax o In measure.
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